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ANDA 40-224 .

JAN 2 6 1939
Pharmaceutical Associates, Inc.
Attention: Kaye McDonald
P.O. Box 128
Conestee, SC 29636

Dear Madam:

This is in reference to your abbreviated new drug application
dated November 25, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Chlorpromazine
Hydrochloride Oral Concentrate USP, 100 mg/mL.

Reference is also made to your amendments dated November 30,
December 10, December 16 and December 22, 1998; and January 11
and January 13, 1999. -
We have completed the review of this abbreviated application and.
have concluded that the drug is safe and effective for use as =
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Chlorpromazine Hydrochloride Oral Concentrate
USP, 100 mg/mL to be biocequivalen: and, therefore,
therapeutically equivalent to the listed drug (Thorazine® Oral
Concentrate, 100 mg/mL of SmithKline Beecham Pharmaceuticals).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

- Sincerely yours,
N I8

/Sy /el 77

Douglas L. §Eorn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research

-~ £
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Chlorpromazine Hydrochioride Oral Concentrate, USP
tranquilizer - antiemstic

DESCRIPTION R
Chlorpromazine hydrochlornide. a dimethylamine denvative of phenotmﬁar:d. mas the chermical name 2-Chioro:10-
{3-(dimethylarwno)propyl |phenothiazine menohydrochtoride. it has m,r lowing s&uctural formuia i

CHLCHCHNCH,, HL T
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355.33 C H QNS HC

Chlorpronazine hydrochloride occurs as white or slightly creamy white, odarless. crystailine powder which dark-
ens on prolonged expcsure to light.

Each mL. for oral administration, contains 100 mg chlorpromazine hydrochloride. Inactive ingredients consist ot
edetate calcium disodium, citric acid. sodium bisulfite, ascorbic acid, glycarin, vanilla. propylene glycol, saccharin
sodium, sodium benzoate, and water. Sodium hydroxide as needad to adjust pH.

CLINICAL PHARMACOLOGY

- . The precise mechanism whereby the therapeutic effects of chiorpromazine are produced is notknown. The princi-

pal pharmacological actions are psychotropic. It also exerts sedative and antiemetic activity. Chiorpromazine has

actions at all [evels of the central nervous system—primarily at subcortical levels—as weil as on multiple organ
- systems, Chlorpromazine has strong antiadrenergic and weaker peripheral antichalinergic activity, ganglionc

blocking action is relatively slight. it also possessas slight antihistaminic and antiserotonin activity.

INDICATIONS AND USAGE

For the managemeant of manifestations of psychatic disorders.

To control nausea and vomiting.

For relief of restiessneas and apprehension before surgery.

For acute intermittent porphyria.

To control the manifestations of the manic type of manic-depressive ilness.

For ralief of intractabie hiccups.

For the treatment of severs behavioral problems in children markad by combativeness ana/or explosive hyperexcit-

able behawvior (out of proportion to immediate provocations), and in the short-term traatment of hyperactive children »

who show axcessive motor activity with Yying conduct consisting of some or all of the following

symptoms: impuisivity, ditficulty sustaining aftention, aggressivity, mood lability and poor frustration tolerance.

CONTRAINDICATIONS 1

Do not use in comatose states or in the prasance of large amounts of central nervous system depressants (alcohol,

barbiturates, narcotics, etc.}.

WARNINGS

The extrapyramidal symptoms which can occur y to promazine may be fused with the

central nervous aystem signs of an undiag! d primary di resp for the vomiting, e.g., Reye's -

syndromae.or other encephalopathy. The use of pe zine and other p hepatotoxins should be .

ided In and adol whose signs and symptoms suggest Reye's syndroms. ‘

Tardive Dyskinesia: Tardive dyskinesia, & syndrome consisting of potentially irreversibie, involuntary, dyskinetic [

movemants, may develop in patients reated with neuroleptic (antipsychotic) drugs. Although the prevalence of the

syndrome sppears to be highest among the eiderly, especially elderly women, it is impossidle to rely upon preva-

lence estimates to predict, at the inception of neurcieptic reatment, which patients are likely to deveiop the syn- =

drome. Whather neurcleptic drug products difter in their potential to cause tardive dyskinesia is unknown. \

Both the risk of developing the syndrome and the likelinood that it will become irreversibie are believed to increase —

as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to the patient increasa.

However, the syndrome can develop, although much less commonly, after relatively brief treatment periods at low

doses.

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may remit, partially

or compietely, it neurclentic reatment is withdrawn. Neuroleptic ffeatmant itself, Nowever. may Suppress (or par-

bally suppress) the signs and symptoms of the syndrome and thereby may possibly mask the underlying disease

pracess. The effect that symptomatic suppression has upon the iong-term coursa of the syndrome is unknown.

Given these considerations, neuroleptics should be prescribed in a manner that is maost likely to minimize the

occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generalty be reserved for patients who

suffer from a chronic iliness that, 1) is known to respond to neuraleptic drugs, and 2) for whom alternative, equally

effactive, but potentially less harmful treatments are not available or appropriate. in patients who do require chronic

treatrnent, the smalest dose and the shortest duration of treatment producing a satistactory clinical response should

- be sought. The need for continued treatment shouid be reassessad periodically.

if signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics. drug discontinuation should be

considered. Howaver, some patients may require treatment despite the presence of the syndrome.

For further information about the iption of tardive dyskinesia and its clinical detection, please refer to the

sections on PRECAUTIONS and ADVERSE REACTIONS.

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom complex sometimaes referred to as Neuro-

leptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clinical manifesta-

tions of NMS are hyperpyrexia, muscia rigidity, aitered mental status and evidence of autonomic instability (imegular

pulse or blood prassure, tachycardia, diaphoresis and cardiac dysrhythrmias).

B The diagnostic svaluation of patients with this syndrome is complicated. In arriving ata diagnosis, itis important to
identify cases where the clinical presentation includes both serious medical iliness (a.9.. pneumania, Systemic
infection. etc.) and untrested or inadequately trested extrapyramidal signs and symptoms (EPS). Other important
considerations in the differantial diagnasis include central antichalinergic toxicity, heat stroke, drug fever and pn-
mary central nervous systam (CNS) pathology.

The management of NMS should inciude 1) immediate discontinuation of ant-psychotic drugs and other drugs not
essential 10 concurrent therapy, 2) (Ntensive symptomatic treatment and medical monrtoring, and 3) reatment of
any concomitant senous medical problems for which specific reatments are avalaple. Thereis no general agreae-
mant about specific pharmacological treatment regimens for uncomplicated NMS.
if a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintraduction of drug
therapy should be carefully considerad. The patient should be carefully monitared. since recurrences of NMS have
: been reported.
j Patients with bone marrow depression of who have previously demonstrated a hypersensitivity reaction {e.g., blood

-
'

dyscrasias, jaundice) with a phenathiazine should not receive any phenothiazine, including chiorpromazine, unless
N the judgment of the physician the potential benefits of treatrnent outweigh the possible hazard.
4 . : Chlorpromazine may impair mental and/or physical abilibes. aspecially during the first few days of therapy. There-
fore, caution patients about activities requinng alertness (e.g.. operating vehicles or machinery).
The usa of alcohol with this drug should be avoided due to possible additive effects and hypotension.
Chiorpromazine may counteract the anthypertensive effect of guanethidine and related compounds.
Usage in Pregnancy: Safety for the usa of chlorpromazine dunng pregnancy has not peen established. There-
fora. it is not recommended that the drug be given to pregnant patients except when. in the judgment of the
physician, it is essental. The potential benefits should clearty outweigh possibie hazards. There are reported
nstances of prolonged jaundice, extrapyraridal signs, hyperrofiexia or hyporefiexia in newborn infants whose
mothers raceived phencthiazines. .
N Reproductive studies In rodents have demonstrated potential for embryotoxicity, increased neonatal mortaiity and
nursing transfer of the drug. Tests in the offspring of the drug-treated rodents demonstrate decreased perfor-
mance The pcssibility of permanent neurclogical damage cannot be excluded.
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Nursing Mothers: There s evidence that chiorpromazine 1s excreted in the dreast muk of nursing mothers
Other: The concentrate containg’sodium bisulfite. a sultite that may cause allergic-typereactions inciuaing anaphy-
Jactic symptoms and life-threatening or less severe asthmatic episodes in certain susceptble pecple. The overall
prevaience of sulfite sensitivity in the general populabon is unknown and probably ow. Sulfite sensitvity 1s seen
mora frequentlyJn asthmatic than in nonasthmanc peopie.

PRECAUTIONS

Genersl .

Given the likelihood that some patents exposed chronicaily to neurolepics will deveiop tardive dyskinesia. it is
adwised that all patents 1n whom chronic use s contemplated be given, if possible. full information about thus nsk

‘ The decision to inform patients and/or thex guardians must obviously take Inta account tha chinical circumstances

and the competency of the patent to understand the information provided

Chlorpromazine should be administered cautously 10 persons with cardiovascular, liver. of renal disease. Thereis
avidence that patients with a history of hapatc encephalopathy due to cirrhosis have Increased sensitivity to the
CNS effects of chiorpromazine (i.e.. impaired cersbration and abnormal siowing of the EEG).

Because of its CNS depressant effect, chiorpromazine should be used with caution in patients with chronic respira-
tory disorders such as severe astnma. emphysema and acute respiratory infections, parscularly in children
Because Chlorp/omazine can suppress the cough refex. aspiration of vomritus is possible

Chlorpromazine prolongs and intensifies the action of CNS dapressants such as anesthebcs bearbiturates and
narcotcs. When chlorpromazine 1s administered concomitantly, about % 10 "2 the usual dosage of such agents is
required. When chlorpromazine is not being administered to reduce requirements of CNS depressants. it is bestto
stop such depressants before starting chiorpromazine treatment. These agents may subsequently be reinstated at
low doses and increased as neaded.

Note: Chlorpromazine does not intensify the anticonvulsant action of barbiturates. Thersfore. dosage of
anticonvuisants, including barbiturates shouid not be reduced if chiorpromazine is started. Instead, stast chiorpro-
mazine at oW dosas and increase as needed.

Use with caution in persons who will be exposed 1o extreme heat, organophosphorus insacticides, and in persons
receiving atropine or retated drugs. .

Neuroleptic drugs elevate prolactin levels; the slevation persists during chronic administration. Tissue culture
experiments indicate that approximately 1/3 of human breast cancers are prolactn-dependent in vitro, a factor of
potential importance if the prescribing of these drugs is contemplated in & patient with a previousty detected breast
cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia and impotence have been ra-
ported, the clinical significance of elevated serum prolactin leveis is unknown for most patients. An increase in
marnmary necpiasms has been found in rodents aiter chronic administration of neurcieptic drugs. Neither clinical
nor epidemiologic studies conducted to date, however, have Shown an association between chronc administration
of these drugs and mammary tumorigenesis; the available evidence 18 considered 00 limited to be conclusive at
this tme.

Chromosomal aberrations in spermatocytes and abnormal sperm have been demonstrated in rodents treated
with centain neurcieptics. . .

As with all drugs which exert an anticholinergic effect, and/or cause mydriasis, chiorpromazine should be used with
caution in patiants with glaucoma.

Chlorpromazine diminishes the effect of oral anticoaguiants.

Phenothiazines can produce alpha-adrenergic biockade.

Chlorpromazine may lower the convulsive tweshold; dosage adjustments of anticonvuisants may be necessary.
Potentiation of anticonvuisant effects does not occwr. However, it has baen reported that chiorpromazine may
interfere with the metabolism of phenytoin and thus precipitate phenytoin toxcity.

Concomitant administration with propranoiol results in increased plasma levels of bath drugs.

Thiazide diuretics may accentuate the orthostatic hypotension that may occur with phenothiazines.

The presence of phenothiazines may produce false-positive phenylketonuria (PKU) test results.

Drugs which lower the seizure threshoid, including phencthiazine derivatives, should not be used with metrizamide
As with other phenothiazine derivatives, chiorpromazine should be discontinued at (sast 48 hours before mysiogra-
phy, shouid not be resumed for at least 24 hours postprocedure, and should not be usad for the control of nausea
and vomiting occurring aither prior to myelography or post-procedure with metrizamide.

Long-Term Therapy: Tolessen the liketihaod of adverse reactions related to cumulstive drug effect, patients with
a history of long-term therapy with chiorpromazine and/or othes neurcleptics shouid be evaluated penadically to
decide whether the maintenance dosage could be lowerea of drug therapy discontinued.

Antiemetic Effect: The antiemetic action of chlorpromazine may mask the signs and symptoms of orerdosage ot
other drugs and may obscure the diagnosis and treatment of other conditions such as intestinal obstruction, brain
tumor and Reye's syndrome. (See WARNINGS )

When chiorpromazine is used with cancer chemotherapeutic drugs, vomitng as a sign of the toxicity of these
agents may be_ obscured by the antiemetic effect of chiorpromazine.

Abrupt Withdrawal: Like other phencthiazines, chiorpromazine is not known to cause psychic dependence and
does not produce tolerance of addiction. There may be, however, following abrupt witharawal of high-dose therapy,
some symptoms resembling those of physical dependence such as gastritis, nausea and vomiting, dizziness and
remulousness. Thess symptoms can usually be avoidad or reduced by gradual reduction of the dosage or by
continuing concomitant anti-parkinsonism agents for several weeks after chiorpromazine is withvrawn.
ADVERSE REACTIONS

Note: Some adverse effects of chiorpromazine may be more likely 0 GCCU., OF OCCUr With greater intensity, in
patents with special medical problems, @.g., patients with mitral insufficiency or pheochromocytoma have experi-
enced severe hypotension following recommended doses.

Drowsiness, usually mild to moderate, may occur, particularty during the firstor second week, after which it gener-
ally disapp If tro age may be d.

Jaundice: Overall incidence has been low, regardiess of indication or dosage. Most investigators conclude itis a
sensitivity reaction. Most cases occur between the second and fourth weeks of therapy. The chinical picture
resembies infectious hepatitis, with laboratory features of abstructive jaundice. rather than those of parenchymal
damage. Rtis usually promptly reversibie on withdrawal of the medication. however, chronic jaundice nas Deen
4

There 18 NO CONCILSIVE BVIT that pi Vg liver makes patents more susceptibie to jaundice. Aico-
holics with cirthosis have been successfully treated with chiorpromazine without comphcations. Nevertheiess, the
medication shouid be used cautiously in patients with liver disease. Patients who nave expenenced jaundice with a
phenothiazine should not, it possible, be reexposed to chiorpromazine or other phenothiazines.

It fever with grippe-ike symptoms occurs, appropriate \iver studies should be conducted. ftests indicate an abnor-
mality, Stop treatment.

Liver function tests in jaundice induced by the drug may mifmic extrahepatic obstructon; withhold exploratory
{aparotomy until extrahepatic obstruction is confirmed.

Hemstological Disorders, including agranulocytosis, eosinophilia, leukopenia, hemolytic anemia, aplastic ane-
mia, thrombocytopenic purpura and pancytopenia have been reported.

Agranulocytosis — Warn patents to report the sudden appearance of sore throat of otner signs of infection. If white
blood cell and differential counts indicate celluiar depression, S1op treatment and start antibiotc and other suitable
therapy.

Most cases have occurred batween the fourth and tenth weeks of therapy; patents snoud be watched closely
during that period.

Moderate suppression of white blood cells 15 not an indicaton for Stopping treatment uniess accompanied by the
symptoms described above.

Cardiovascular:

Hypotensive Effects - Postural hypotension. simplé tacnycardia. momentary fainting and mzziness may occur
rarely, after the first oral dose. Usually recovery 1 spontaneous and symptoms disappear within 2 10 2 hours.
Occasionally, these etfects may ba more severe ana prolonged, producing a shock-like condition.

To control hypotensicn, ptace patentin nead-low positon with legs raised. If a vasoconstricicr s required, norepi-
nephrine and phenylechnne are the most suitable Other pressor agents. including epinephrine. snoutd not oe
used as they may cause a paragoxcal further lowerng of blood pressure.

3
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EKG Changes-particularly nonspecific, usually reversible Q and T wave distortions-nave been ooserved in some
patients receiving phenothiazine tranquilizers, inctuding chiorpromazine.

Note: Sudden death, apparently due to cardiac arrest, nas been reponoo

cus Rnam

Neuromuscular reactions Incluge dystonias. Motor restiessnass
psmo—plmnlonlsm md tardive dyskmouu and appear to be dose-related. They are discussed in the following
paragraphs:
Dystonias: Symptoms may include spasm of the neck muscles. sometmes progressing 1o acute. reversibie torh-
coliis; extensor rigidity of back muscles, sometimes progressing 1o opisthotonos. carpopedal spasm. trsmus
swaliowing difficulty, oculogyric crisis and protrusion of the tongue.
Thesas usually subside within a few hours, and almost always within 24 to 48 hours after the drug has been discan-
tinued.
in mild cases, reassurance or a barbiturate is often sufficient. /n moderate cases. barbiturates will usually bring
apid relief. In more severe acuk cases, the administration of an anti-parkinsonism agent. except levodopa (see
PDR), usually produces rapid reversal of symptomns. in chiidran, reassurance and barbiturates will usually control
symptoms. (Or, parenteral diphenhydramine hydrochlonde may be useful. See diphennydramine nydrochionde
prescribing information for appropriate children's dosage.) If appropnate reatment with ant-parkingonism agents
or diphenhydramine hydrochloride fails to reverse the signs and symptoma, the diagnosis shouid ba reevaiuated
Suitable supportive measures such as maintaining & cjesr airway and adequate hydration should be employed
when needed. If therapy is reinstituted, it should be at a lower dosage. Should these Symptoms occur in children
of pragnant patients, the drug should not be reinstituted.
Motor Restlessness: Symptoms may include agitation of jitteriness and somatmes Insommia. These symptoms
often disappesr spontanecusly. At times these symptoms may be similar to the onginal Neurotic or psycnodc
symptoms. Dosage should not be increased until thess sids effects have subsiced.
1 theso symptoms become too troublesoms, they can usually be controlied by a reduction of dosage or change of
drug. Treatment with anti-parkinsonian agents, benzodiazepines or propranciol may be heipful.
Fseudo-parkinsonism: Symptorms may include: mask-ike facies, drooling, remors, pilirolling motion, cogwheel
rigidity and shuffling gait In most cases these symptoms are readily controfied when an anti-parkinsonism agent
is administered concomitantly. Anti-parkinsonism agents should be used only when required. Generally, therapy
of a few weeks to 2 or 3 months will suffice. Aftar this ime patients should be evaluated to determine their need for
continued treatment. (Note: Levodopa has not been found effective in neuroleptic-induced pseudo-parkinsonism.)
Occasionally it is necessary to lowsr the dosage of P ine or 1 di 10 the drug.
Tardive Dyskinesia: Aa with alf antipsychotic agents, mmays(mhnuyminmpmonbng—mm
therapy or may appear after drug therapy has been discontinued. The sy sisod ithough much
iess frequently, after relatively brief treatment periods at low doses. Thbsyndvmwp.mmuﬂ age groups.
Although its prevalence sppears 1o be highest among siderly patients, sspecially sicerty women, itis impossible to
rely upon prevalence estimates to predict at the inception of neurcleptic treatment which patients are likety to
develop the syndrome. The sympioms are persistent and in some patients appess to be ireversible. The syn-
drome is charactarized by rhythmical involuntary movements of the tongue, face, mouth, or jaw (8.9.. protrusion of
tongue, putfing of cheeks, puckering of mouth, chewing movements). Sometimaes thess may be accompanied by
involuntary movements of extremities. in rare instances, these involuntary ws of the ities are the
only manifestations of tardive dyskinesia. A variant of tardive dyskinesia, tardive dystonia, has siso been de-
scribed.
Thers is no known effecti for tardive dy i rii agents do not alleviate the symp-
toma of this syndrome. ndmeuwmuqnnmgmmumwm be discontinued if these
symptoms appear. Shouid it be necessary 1 reinsttute treatment, or increass the dosage of the agent, or switch
to a different antipsychatic agent, the syndrome may be masked.
1t has been reported that fine vermiculsr movements of the tongue may be an early sign of the syndrome and if the
medication is stopped at that ime the syndrome may not develop.
Adverss Behavioral Effscts-Psychotic symptoms and catatonic-like states have been reported rarely.
Other CNS Effects- Cerebral edema has been reported.
Convuisive seizures (petit ma/ and grand mal) have been reported, particularly in patients with EEG abnormaiities
or history of such disorders.
Abnormality of the cersbrospinal fluid proteins has aisc been reported.
Aliergic Reactions of & mid urticarial type or photossnsitivity are sesn. Avoid undue exposure to sun. More
severe rsactions, incuding exfolistive dermatitis, have been reporied occasionally.
Oormdumn-bmnpomdinm\gpumnd accordingly, m-uudnmammmm
ng chiorpromezine liquid is recommended.
Inlddvlion mnwmmmm Sphylactoid reactions have been rep
Endocrine Disordars: Lactation and gOrge mmnmmlmmn
persistent, lower dosage or withdraw drug. menmwmmm but are isss likely
0 occur when & serum test is used. A .-.mdgy. have aiso been reported. Hyperglycemia,

nauses; obstipabion; :
ileus; Urinary retention; priapism; miosis and is, atonic colon, ejeculatory disordersimpotencs.
smcmmwmmw Skin pigmentation and oculsr changes have occurred in some
patients taking substantial deses of chiorpromazine for prolonged periods.
Skin Pigmentation-Rare of skin p tion have been observed in hospitalized mental patients, prima-
mymm_mmmmMumsmummwmqmmsoommsoom
daily. The pigmentary changes, restricted to exposed areas of the body, range from an aimost imperceptible
darkening of the skin to a siate gray color, somelimes with & viclet hue. Histological sxamination revesls a pigment,
chiefly in the dermis, which is probably & melanin-iike compiex. The pigmentation mey fade following discontinu-

ance of the drug.
mucnmmmm«:wmmmwmmmmm
both in pig patients recsiving chiorpromazine usually for 2 years or more in dosages of

mmdmymrngh« Ewm.mdmwwmdﬂmpmlnmhhlnmd
comea. Inmore advanced cases, star-shaped opacities have sisc besn observed in the artenor portion of the lens.
The nature of the eye deposits has not yet been determined. A smad number of pallents with more severs ocular
changes have had some visual imparment. in addition 10 these cornesl and ienti

and pigmentary ratinopathy have besn reported. mmmnml-lunmqrqrmmm

drawal of the drug.
SlmhmdmcﬂmmwbﬂdﬁdeMMGde itis sug-
geated that long-term p onrm o high dosage isvels have p ocular examinations.

Etiology-The etiology of both of thess reactions is not Cleer, but exposure to light, slong with dosage/duration of
therapy, appears to be the most significant factor. if either of these reactions is cbserved, the physician should
waigh the benefits of continued therapy against the possible risks and, on the merits of the individual cass, deter-
mine whether or not 1o continue present therapy, lower the dosages or withdraw the drug.

Other Adverse Reactions: Mild fever may occur after largs |.M. doses. Hyperpyreia has been reported. In-
creases in appetite and weight sometimes occwr. Penpheral sdema and a sy ¥ lupus eryt »-ike
syndrome have been reported.

Note: Thers have been occasional reports of sudden death in patients recsiving phenothiazines. in some cases,
the cause appeared to be cardiac arest or asphyxia dus to failure of the cough reflex.
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OVERDOSAGE

1See aisc ADVERSE REACTIONS)

SYMPTOMS.-Primarily symptoms of central neivous System depression to the £oin: S S3imNG:Rnce Cf coma. Hy

potension and extrapyramidal symptoms

Other possibie manfestations inciude agitabon and restiessness. ConvuISIONs. fever aulonomic FeACHons Such as

dry mouth and ileus. EKG changes and cardiac arrnythmias.

TREATMENT-It 1s imponant to determine other medications taken by tne patent since multple arug therapy 1S

common in overdosage situatons. Treatment is essentially symptomatic and supporive  Early gastrc lavage is

heiptul. Keep patent under observation and maintain an open airway. since involvement of the extrapyrarmdal

mechansm may produce dysphag»a and respuratory difficuity in severe overaosage Do not attempt to induce
b r of the head or neck may develop that could result in aspiration of

vomitus. Extmpy'amvdal Symptoms may be treated with ant-parkinsonism drugs. barbiturates. or dipnenhydramine

hydrochloride. See prescribing information for these products. Care shouid be taken to avoic increasing respira-

tory depression.

If administration of a shmulant 1s cesirable, amphetamine, dextroamphetamine. or catfeine with sodium benzoate 1s

recommended. Stmulants that may cause convuisions (e.g.. pIcrotoxin or pantylenetetrazol) should be avoiged

If hypotension occurs, the standard meesures for managing circulatory shock should be initiated. If it s desirable

to administer a vasoconsirictor. norepinephrine and phenylephrine are most suitabie. Other pressor agents. in-

cluding epinephrine. are not recommended because phencthiazine denvatves may reverse the usual elevating

action of these agents and cause a further lowering of blood pressure.

Limited exparience indicates that pnenothiazines are not diglyzabte.

DOSAGE AND ADMINISTRATION-ADULTS

Adjust dosage to individual and the severity of his cmdmon recognizing that the milligram tor milligram potency

relationship among ail dosage forms has not been p wd clinically. Itis important to increase dosage

until symptoms are controlled. Dosage should be mcrnud more gradually in dwmmod or emaciated patents. n

continued therapy, gradually reduce dosage to the lowest effective maintenancae ievei, after symptoms have been

controtied for a reasonable period.

Elderly Patients-in general, dosages in the lower range are sufficient for most eiderly patients. Since they appear

10 be move susceptible ta hypotension and neuromuscular reactions, such patients should be observed closely

Dosage should be tailored 1o the individual, response carefully monitored, and dosage adjusted accordingly. Dos-

age shouid be increased more gradually in eiderty patients.

Psychotic Disorders-increase dosage gradualty unti symptoms are controlled. Maximum improvement may not

be seen for weeks or even months. Continue optimum dosage for 2 waeks: then gradually reduce dosage to the

{owest effective mainenance level. Daily dosage of 200 mg is not unusual. Some patients require higher dosages

(e.g., 800 mg daily is not uncommon in discharged mental patients).

HOSPITALIZED PATIENTS: ACUTELY DISTURBED OR MANIC - Parenteral therapy is indicated until patient 1s

controlted. Usually patient becomes quiet and cooperative within 24 to 48 hours and oral doses may be substituted

and increased until tha-patieqt is caim. 500 Mg a day is generally sufficient. While gradual increases to 2.000 mg

a day or more may be necessary, there is usually littie therapeutic gain to be achieved bvuceemng 1.000mg aday

for axtended peripds. in general, dosage levels shouid be lower in the eiderly, the er and the ¢

LESS ACUTELY DISTURBED- 25 mg t.i.d. i cually untl eff dose 1s reached-usually 400 mg oaly

OQUTPATIENTS- 10mg t.id. orq.i.d., or 25 mg b.i.d. orti.d. MORE SEVERE CASES- 25mg t.d. After 1 or 2 aays,

daily dosage may beincreased by 20to 50 mget sermiweekiy intarvals until patent becomes caim and cooperative

PROMPT CONTROL OF SEVERE'SYMPTOMS:- Initial treatment should be with intramuscular chiorpromazine. Sub-

sequent doses should be oral, 25 10 50 mg Li.d.

Nausea and Vomiting- 10 10 25 mg q4 10 6h, p.r.n., increased, if necessary.

Presurgical Apprehension- 25 to 50 mg, 2 10 3 hours before the operation.

Intractable Hiccupe- 25to 50mg t.i.d. or q.id.. If symptoms persistfor 2 to 3 days, parenteral therapy is indicated

Acute Intermittent Porphyria- 25 to 50 mg ti.d. or qi.d. Can usually be discontinued after saveral weeks, but

maintenance therapy may be necessssy for some patients.

DOSAGE AND ADMINISTRATION-CHILDREN

Chiorpromazine should generally not be used in children under 8 montha of age except where potentially lifesav-

mg It should not be used in conditions for which specific children's dosages have not been established.

Probi -OUTPATIENTS-Select route of administration according to severity of patient's con-
dition and increase dosage gradually as required. Oral: ¥ mg/Ab body weight g4 to 6h, p.r.n. (e.g., for 40 Ib child-
10mg q4 to 6h).

HOSPITALIZED PATIENTS-As with outpatients, start with low doses and increase dosage gradually. In severe
behavior disorders or psychotic conditions, higher dosages (50 to 100 mg daity, and in older children, 200 mg daily
of more) may be necessary. There ia little evidence that & shavior improvement in severely disturbed mentaily

retarded patients is further enhanced by doses beyond S00 mg per day.

Nausea and Vorniting-Dosage and frequency of administration should be adjusted ing to the ity of the
symptoms and responss of the patient. The duration of activity following intramuscular adminsstration may last up
10 12 hours. Subsequent doses may be given by the same route if necessary. Oral: ¥« mg/ib body weignt (e.g., 40

1b chitd-10 mg q4 to 6h).
Pmmmmomv.mnbbodymmzbsmnmmm
Note on Concentrate: When the Concentrate is 10 be used, add the desired dosage of Concentrate to 60 mL (2 i

0z) or more of diluent just prior to administration. This will insure palatability and stability. Vehicies suggested for
dilution are fomato or fruit juice, milk, simpie syrup, orenge syrup, carbonated beverages, coffee, tea or water.
Semisolid foods (soups, puddings, eic.) may aiso be used. The Concentrate is light sensitive; it should be pro-
tected from light and dispensed in amber botties. Refrigeration is not required.

HOW SUPPLIED

Chiorpromazine Hydrochioride Oral Concentrate USP, 100 mg/mi. is supplied as follows:

Concentrate: Intended for institutional use.

Cleer, vanilia flavored liquid in 237 mL (8 i 0z) bottes with a calibrated dropper NDC 0121-0665-08

Store st controled room temperature, 15°- 30°C (58” - 88°F) in tight, lightvesistant containers.

The Concentrate form is light sensitive. For this reeson it shouid be protected from light and dispensed in amber
botties. Roﬁiquwonlsnotnqzm

CAUTION: Federal law pi PeNsing withotk pr ipf

Pharmaceutiosl )
@ Associates, inec.
Greenville, SC 29605 1 10/98

.
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NDGC 0121-0665-08
important: Dispensa in a tight,

"w bottle with

ed child-resistant d f :
s a bt Chlorpromazine
green, or blue bottle. Buik dilution .

for torage s nct rocommended. Hydrochloride

musomersooos \ (pgl Concentrate UsP

t.i.d. are for use only in severe
neuropsychiatric conditions.)

i R 100 o/
thera:qmcanyequivalerﬂtocther .

oraldosageformsofthedmg.See
accompanying insert for -

)t

w b

complete prescribing information. _“fach mL contains Chiorpromazine
Difute oach dose before l - Hydrochioride, 100 mg
administration.

: DILUTE EACH DOSE ‘
Add dose to 60 mL (2 fi oz) or more :
of tomato of frut juice, mik, simple ~ BEFORE ADMINISTRATION. fC \
syrup, orange Syrup, carbonted PROTECT FROM LIGHT. \
beverages, coffee, tea l s
or water. INTENDED FOR INST! ITUTIONALUSE. = !
Caution: Avoid direct contact with Rx ONLY
skin or clothes because of the
possibilty of contact dermatits Store at controlled room temperature,
(skin reaction). 15°-30°C (59°-86°F).
Wash thoroughly or change
clothes if direct contact occurs.

237 mL (8 fl 02)

= pparmaceutical
@mm Inc.
Greenville, SC 29605
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40224

CHEMISTRY REVIEW(S)




ANDA APPROVAL SUMMARY
ANDA: 40-224
DRUG PRODUCT: Chlorpromazine HCl Oral Concentrate
FIRM: Pharméceutical Associlates, Inc.
DOSAGE FORM: Oral Concentrate STRENGTH: 100 mg/mL

CGMP: Statement/EIR Update Status:
The EER was found to be acceptable (1/12/98).

BIO: A waiver for the bicequivalence study was granted by the
Division of Biocequivalence (Z. Wahba, 5/15/97).

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):

Chlorpromazine Hydrochloride Oral Concentrate USP, 100mg/mL is
included in the US Pharmacopeia. Analytical method verification
is acceptable (2/13/97). -

STABILITY: (Are containers used in study identical to those in-— *

container section ?) =
The containers used in the stability study are identical to those
described in the container section.

LABELING:

Container, carton and insert labeling have been found
satisfactory (Labeling approval summary 12/9/98, reviewed by L.
Golson)

STERILIZATION VALIDATION (IF APPLICABLE) :
Not Applicable

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?):

The size of bio batch was gallons (lot#13818). The proposed
production size batch is gallons (max).

Source of NDS:

DMF Chlorpromazine Hydrochloride USP drug substance was

found to be adequate (reviewed by Liang-Lii Huang, Ph.D.,
12/11/98) . '

SIZE OF STABILITY BATCHES- (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?):
The exhibit batch (lot#13818) was the stability batch.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:

The proposed production batch is gallons (MAX) of the
Chlorpromazine HCl Oral Concentrate 100 mg/mL. The manufacturing
process will be the same as that of the exhibit batch.



ANDA APPROVAL SUMMARY:40-224 Page 2

CHEMIST: Liang-Lii Huang, Ph.D. DATE: December 22, 1998
SUPERVISOR: Paul Schwartz, Ph.D. DATE: December 23, 1998
cC:

ANDA 40-224

ANDA DUP 40-224

DIV FILE

Field Copy

HFD-600 /Reading File

Endorsements (Draft and Final with Dates) :

HFD-627 / Liang-Lii Huang, Ph.D./ 12/22/98 . p "9/”3/79'_
HFD-627 /Paul Schwartz, Ph.D. / 12/23/98 pJ.lwqul
HFD- /Division Director (final only) .t

X:\NEW\FIRMSNZ\PHARASSN\LTRS&REV\40224APP.SUM
Date: December 22, 1998



OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

1.  CHEMISTRY REVIEW NO. Three (3)
2. ANDA # 40-224
3. NAME AND ADDRESS OF APPLICANT

Pharmaceutical Associates, Inc.
Attention: Kaye B. McDonald
P.O. Box 128

Conestee, SC 29636

4. LEGAL BASIS FOR SUBMISSION
The listed reference product is Thorazine® Concentrate 100 mg/mL
Manufactured by SmithKline Beecham Pharmaceuticals. Thorazine® is
not covered by any patent or exclusivity provisions.

5. SUPPLEMENT (g)

None

worE e

6. PROPRIETARY NAME
None

7. NONPROPRIETARY NAME

Chlorpromazine HCl Oral Concentrate

8. SUPPLEMENT (s) PROVIDE(g) FOR:

None

9. AMENDMENTS AND OTHER DATES:
Original: November 26, 199
Amendment: April 14, 1998
Amendment : November 30, 1998
Telephone amendment: December 10,1998

Telephone amendment: December 16,1998
Telephone amendment: December 22,1998
Telephone amendment: January 11, 1999
Telephone amendment: January 13, 1999
10. PHARMACOLOGICAL CATEGORY
Antipsychotic
11. Rx or OTC

Rx



12.

13.

14.

15.

16.

EEEJXIEIi_LNIUQﬂlAZIHﬂEJJiL

0

DMF# (type) Product DME holdex Loa
Chlorpromazine
Hydrochloride v 1.2, pl133

v 2.2, p313,348
v 2.2, p343
V 2.2, p347
v 2.2, p352
v 2.2, p359
v 2.2, p358
v 2.2, p320
v 2.2, p4l9
v 2.2, p425 -
v 2.2, p433 :
v 2.2, pasd -k
V 2.2, p449 =

DOSAGE FORM

Oral Concentrate

POTENCY

100 mg/mL

CHEMICAL NAME AND STRUCTURE

Name: Chlorpromazine Hydrochloride

Chemical name: 10H-Phenothiazine-10-propanamine, 2-chlor0-N,N-dimethyl-,
monohydrochloride

CAS number: 69-09-0

Molecular weight: 355.33

Chemical formula: C;;H;,C1N,SeHCL

Pharmacologic/therapeutic categroy: Anti-emetic, antipsychotic
Reference: USP 23, page 354

Structural formula:

N/\/\ CHs
* HCI

Cl

None



17. COMMENTS

This application is approvable.

18. CONCLUSIONS AND RECOMMENDATIONS

The application is approvable.

15. REVIEWER: DATE COMPLETED:
Liang-Lii Huang, Ph.D. December 22, 1998

Endorsed by Paul Schwartz, Ph.D./ January 15, 1999

ccC:

ANDA 40-224

ANDA DUP 40-224

DIV FILE

Field Copy

HFD-600 /Reading File T

Endorsements: “E
HFD-627 / Liang-Lii Huang, Ph.D./ 12/23/98; 1/14/99 - 74f/99
HFD-627 /Paul Schwartz, Ph.D./ 1/15/99 fJ'd/q/{q

C:\WPFILES\40224N01.RV3

F/T by: bc/1-5-99

CHEMISTRY REVIEW - APPROVABLE



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40224

BIOEQUIVALENCY REVIEW(S)




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #40-224

SPONSOR: Pharmaceutical Associates, Inc.

DRUG: Chlorpromazine HC1l

DOSAGE FORM: Oral Concentrate

STRENGTH: 100 mg/mL

REFERENCE PRODUCT: SmithKline Beecham's Thorazine® Oral Concentrate
100 mg/mL.

SUBMISSION TYPE: Waiver

STUDY SUMMARY: Not Applicable

DISSOLUTION: Not Applicable

WAIVER SUMMARY: The waiver of the in vivo biocequivalence study for the
test product, Chlorpromazine HCl Oral Concentrate, 100 mg/mL is granted.
From the biocequivalence point of view, the Division of Bicequivalence
deems the test product formulation to be bioequivalent to the reference
drug SmithKline Beecham's Thorazine® Oral Concentrate 100 mg/mL. -

woar -

PRIMARY REVIEWER:  Zakaria Wahba, Ph.D. BRANCH:  III
INITIAL: ,/él ] DATE: 41/0 [97

ROUP LEADER: Ramakant Mhatre, Ph.D. BRANCH : III
- B . /
INITIAL:___~ = ,’/S/ DATE : &/ 17/9%

DIRECTOR: Nicholas Fleischer, Fh.D.
DIVISION OF B EQUIVALENCE

- 4

Yo
INITIAL: as ! — DATE : sTialag—
A\ [ v'/ L .

DIRECTOR
OFFICE OF GENERIC DRUGS

INITIAL: DATE:




MAY | 3 1991

Chlorpromazine HCl Pharmaceutical Associates, Inc.
Oral Concentrate, 100 mg/mL Greenville, SC

ANDA #40-224 Submission Date:

Reviewer: 2Z..Z2. Wahba November 25, 1996

File# 40224w.n96

REVIEW OF A WAIVER REQUEST

I. BACKGROUND

The firm has requested a waiver of in vivo biocavailability study
requirements for its drug product, Chlorpromazine Hydrochloride
Oral Concentrate, 100 mg/mL. The reference drug product is
SmithKline Beecham's Thorazine® Oral Concentrate 100 mg/mL.

II. FORMULATION COMPOSITION (should not be released under FOI)

Ingredient ' mg/mL Z-
iChlorpromazine HCl, USP 100 mg .
{Saccharin Sodium, USP mg

‘Sodium Benzoate, NF mg

NEdetate Calcium Disodium mg

iCitric Acid, USP mg

Ascorbic Acid, USP mg

\Sodium Bisulfite, mg

1Glycerin, UsP mL

‘Propylene Glycol, USP mL

' Vanilla mL

‘Sodium Hydroxide, NF tg adjust pH

lpurified Water, USP g.s. to mL

Note: the reference product contains the following inactive
ingredients: calcium disodium edetate, citric acid, flavors,
hydroxypropyl methylcellulose, propylene glycol, saccharin sodium,
sodium benzoate, water and trace amounts of other inactive
ingredients.



III. COMMENTS

1.

The drug product is classified "AA" in the list of the
"Approved Drug Products with Therapeutic Equivalence
Evaluatiomns".

The test drug product does not contain any inactive
ingredient (s) that is known to significantly affect absorption
of the active drug ingredient or therapeutic moiety.

The concentrations that are provided in the statement of
chemical composition for all the inactive ingredients except
edetate calcium disodium and citric acid £fall in the
acceptable range of the Agency's Inactive Ingredient Guide.
For edetate calcium disodium concentration, once it is diluted
as specified in the drug labeling (each dose to be diluted in
60 mL water or fruit Jjuice) the percentage of the
concentration falls in the acceptable range of edetate calcium
disodium oral solution that is reported in the Agency!s
Inactive Ingredient Guide. Citric acid is a natural product
and present in a lot of food produces and products. Vanilla
is used as a flavoring ingredient. Concentrations of citric
acid and vanilla that are provided in statement of chemical
composition should not cause any safety problems.

The waiver of in vivo biocequivalence study requirements should
be granted based on 21 CFR section 320.22(b) (3) of the
Bioavailability/Biocequivalence Regulations.



IV. RECOMMENDATION

The Division of Bioequivalence agrees that the information
submitted by Pharmaceutical Associates, Inc. for its drug product,
chlorpromazine Hydrochloride Oral Concentrate, 100 mg/mL, falls
under 21 CFR section 320.22(b)(3) of the Bioavailability/
Bioequivalence Regulations. The waiver of in vivo biocequivalence
study for the drug is granted. From the Bioequivalence point of
view, the Division of Bicequivalence deems chlorpromazine
Hydrochloride Oral Concentrate, 100 mg/mL, manufactured by
Pharmaceutical Associates, Inc. to be biocequivalent to the
reference product, SmithKline Beecham's Thorazine® Oral Concentrate
100 mg/mL.

The firm should be informed of the recommendation.

/S/

Zakaria Z. Wahba, Ph.D. _
Division of Bioequivalence: i
Review Branch III

noor

RD INITIALED RMHATRE .
FT INITIALED RMHATRE _ / S/ Sl3/5 >

Concur: /S/ Date: 57/3[7-7’
Nicholas Fleischer, Ph.D. {
fju‘ Director
Division of Biocequivalence

cc: ANDA# 40-224, original, HFD-630 (OGD), HFD-604,
HFD-658 (Mhatre, Wahba), Drug File
ZZWahba/040497/041097/050797/£file #40224w.n96
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ANDA 40-224

MAY 20 ;97

Pharmaceutical Associates,_Inc.
Attention: Kaye B. McDonald
P.O. Box 128

Conestee, SC 29636
IlIIl"l'lll“llll"ll"lll'll"

Dear Madam:

Reference is made to your abbreviated new drug application submitted November 25, 1996, _
pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act for Chlorpromazine HCl
Oral Concentrate, 100 mg/mL. <

..

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

/)v/s{———‘,

74 Nicholas Fleischer, Ph.D.

Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research

/. )
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November 25, 1996
Office of Generic Drugs, CDER, FDA
Document Control Room
Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773
RE: ANDA Chlorpromazine Hydrochloride Concentrate 100mg/mL
Dear Sir:
Enclosed is the abbreviated new drug application for the drug
product Chlorpromazine Hydrochloride Concentrate 100 mg/mL in 16 oz
and 8 oz containers and a 16 oz glass container. -
We have answered comprehensively, responsibly, and to the best df
our ability all required items on Form FDA 356h and have to the
best of our knowledge replied to the requirements of 21 CFR Section
314.50 and 314.94 where applicable.
The Table of Contents explains the organization of the application
which consists of two volumes. Volume 1 consists of Sections I-XIV
and Volume 2 consists of Sections XV-XXI. Each separate section of
the ANDA is split off by labeled dividers that contain both the
section number of that section and brief description of the
section's subject matter (e.g., I. Basis). These dividers
correspond to the sections listed in the Table of Contents.
Pharmaceutical Associates, Inc. is filing an archival copy (in blue
folder) that contains all the information required in the ANDA and
a technical review copy (in red folder) which contains all the
information in the archival copy. In addition, we are also
providing, in yellow folders, three additional copies of the
methods validation portion of the ANDA.
I certify that a true copy of this application has been provided to
the Atlanta District Office.
>
Thank you for your consideration in this matter.
Sincerely yours, T T T
PHARMACEUTICAL ASSOCIATES, INC. UV
7{ Zm%anyé/ e e
Kaye B McDonald S
Scientific Affairs Manager
Beach Products, Inc..Contract Sales Lt.'._'z(."er.s'th and [ ntegrity Pharmaceutical Associates Subsidiary

5220 South Manhattan Avenue NG = 201 Deiaware Street
e DLnC : P

Tampa, FL 33511 Since 1958 Greennille, SC 29605

Phone: 813 339-9343 Flronas 8RR 2TT.7282



i Pharmaceutical
Associates, Inc.

April 14,1998 RECZIIVED
Office of Generic Drugs, CDER, FDA APR 20 1998]
Document Control Room

Metro Park North I GENERIZ CRUGS

7500 Standish Place, Room 150 R
Rockville, MD 20855-2773 : -

T

RE: 40-224 Chlorpromazine Hydrochloride Oral Concentrate USP, 100 mg/mL.

The following is in answer to the major deficiency amendment of June 24, 1997.
A. Deficiencies:
1. DMF was found to be inadequate. The DMF holder has been notified.

Response: the holder of DMF has assured us that the deficiencies have
been addressed.

2. The expression in percentage for the formula composition of the Chlorpromazine
Hydrochloride Oral Concentrate USP, glycerin USP is expressed in %v/v and
saccharin sodium, sodium benzoate, edeteate calcium disodium, citric acid,
ascorbic acid and sodium bisulfate are expressed in %w/v in the same formula.
Please provide the consistent percent expressions for the formula of the subject
product. ‘

Response: The formula composition statements have been revised to include %
v/v for all liquids and % w/v for all solids. We measure liquids such as glycerin
and propylene glycol by volume and weigh all solids. Revised composition
statements are included on pages 1-7 of this amendment.

3. In the manufacturer’s certificate of analysis for chlorpromazine hydrochioride
drug substance, two numbers are given % and %, under the item color.
Please explain

Beach Products, Inc..Contract Sales Leadership nd Iniegrity Pharmaceutical Associates Subsidiar-
5200 South Manharttan Avonue Since 1958 201 Delaware Street
Tampa, FL 2iat: T Greenville, SC 29403

Drana QFL ITT.TOAN

Duars "RY



pai Pharmaceutical
Associates, Inc.

Response: The manufacturer has informed us that the two numbers under item
color are information that is requested by another customer and is of no
significance to us. The numbers do represent transmittance at two different
wavelengths.

4. Your stated fill volumes at LCL, target and UCL are consistently above the
calculated results using the density of the chlorpromazine HCI oral concentrate
g/mL) provided in the application. Please see the calculation given
below using the LCL data as an example on page 267.

(Gross wt) — (container wt) = Net wt B

g (LCL)- g= g :
(Net wt) divided by (density) = calculated fill volume )
g/” g/mL = “mL

Your stated fill volume is mL, not mL. Please clarify this discrepancy
and others identified by using target and UCL data.

Response: For a trade package the label claim is used as our lower control
limit. The target and upper control limit are established at levels to ensure that
the bottle held at least the labeled amount. In your example you are using

g as the container weight while it should be g:
LCL mL
(Gross wt.) — (container wt) = Net wt
g (LCL) - g= g
(Net wt) divided by density = calculated fill vol
g/ g/mL = mL
Target mL
g- g= g
g/ g/mL= 'mL
UCL mL
g- -g= -9
) g/ g/mL mL
Beach Products, Inc..Con:iract Sales Lowlersh 2 and [ntegrity Pharmaceur.ical Associates Subsidiary
)_..0 South ‘Xan‘)at an Avenue Since 1058 T 201 Delaware Street
'npd FL 3351 Greenville. SC 23505

Dk A |39 \,,:',:f Plian 32 Syt



i Pharmaceutical
Associates, Inc.

5. On page 560, under the system suitability test, resolution is not less than 1.2
between the sodium benzoate peak and the previous peak. It is not clear which
one is the previous peak. Please specify the retention time to identify the peak to
be used for calculating the resolution factor.

Response: The method has been revised to clarify the peak to be used to
calculate the resolution factor. The revised method is included on pages 8 - 16
of this amendment.

6. In addition to the RSD and peak tailing factor, three parameters, i.e., capacity
factor, number of theoretical plates (column efficiency), and resolution factor
should also be calculated and reported in the system suitability tests.

Response: Capacity factors, number of theoretical plates and resolution factor «
have been added to the system suitability tests. The revised method is included -
on pages 8 - 16 of this amendment.

7. Please provide available room temperature (25° - 30°C) stability data for the
Chlorpromazine HCI Oral Concentrate USP, 100mg/raL (lot #13818) stored in the
glass containers.

Response: All available room temperature stability data for the 8 oz. is
included on page 17 of this amendment. Due to marketing considerations, we
wish to withdraw the 160z container at this time. The following pages for the
160z. size can be disregarded.

Pages 48-56
310-380
636-639

8. Please explain the reason why sodium benzoate should go to % for the
stability samples.

Response: Sodium Benzoate is not expectedtogoto % for stability. The
limits have been revised with the revised stability specifications included on
pages 18 - 19 of this amendment.

9. Please provide the limits for other individual and total impurities of the finished
product at the time of product release and for stability.

Response: The limits for other and total impurities are provided in the release
and stability specifications on pages 20 - 21 of this amendment.

Beach Products, Inc. Contract Sates Leadershen und Inteerity Pharmaceutical Associates Subsidiary
3220 South Manhattan Avenue Sinee 1958 201 Deiaware Street

Tampa, FL 33511 Greenviile, 3C 20803

Dhoma 12 Thama Ay 7T TN



pai Pharmaceutical
Associates, Inc.

10.  Please provide a quantitative color specification for the finished product and
stability samples.

Response: A quantitative color specification has been developed and is
included as part of the method on pages 8 - 16. The shelf stability samples were
tested at 18 months. The results are on page 22.

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. The firms referenced in your ANDA application relative to the drug substance and
drug product manufactures, packaging and stability testing must be in
compliance with cGMP’s at the time of approval.

n oar

Response: We acknowledge that the firms referenced in the ANDA application
relative to the drug substances and drug product manufacture packaging and
stability testing must be in compliance with CGMP; s at the time of approva‘l.

2. Your analytical methodology is not identical to the US Pharmaceutical methods
for the final drug product. Please be advised that the USP methods are the
regulatory methods and will prevail in the event of any dispute.

Response: We acknowledge that our analytical methodology is not identical to
the US Pharmacopial methods for the final drug product and that the USP
methods for the final drug product. Please be advised that the USP methods are
the regulatory methods and will prevail in the event of any dispute.

LABELING DEFICIENCIES
1. Container: We wish to withdraw the 16-0z. container at this time due to
marketing considerations. The following pages for the 160z. size can be
disregarded.
Pages 48-56
310 - 380
636 — 639
t Our 30mg/mL will use green for labeling and carton, and the 100 mg/mL will be
_red_
Beach Products. Inc..Contract Sales Lencershin ond Intoomiiy Pharmaceutical Associates Subsidinre
5220 South danhat an Avenus S 19355 201 Delaware Street

Tampa. FL bll o Greenvitle, 3C 19603

Thape: /1 w,, - Thoan



Pharmaceutical
Associates, Inc.

I

On pages 49 - 52 are 2x12 copies of final print for our container labels
incorporating all of your comments.

2. Carton: On pages 59 - 70 are 2x12 copies of final print for our cartons
incorporating all of your comments. -

3. Inserts: On page 53 - 58 are 2 x 12 copies of final print for our insert.

A side by side comparison of our proposed labeling and our last submission is
included on pages 23 - 48.

We have answered all of your questions to the best of our knowledge. If you
have further questions, please let us know. -

T

Sincerely Yours,
PHARMACEUTICAL ASSOCIATES, INC.

%74 Z’??/Qﬂﬂyé/

Kaye B. McDonald
Director of Scientific Affairs

Beach Products, Inc. Contract Sales Leadershup and Integrity Pharmaceutical Associates Subsidias-
5220 South Manhattan Avenue Sines 1958 201 Delaware Street

Tampa, FL 33511 Greenville, SC 29305

Proner 12 n6aiTAs Phone: ‘844 27TT.7TR0
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Ass'ociates, Inc.

MINOR AMENDMENT iy

o

e N//W"
Office of Generic Drugs, CDER, FDA

Document Control Room ' B
Metro Park North i

7500 Standish Place, Room 150

Rockville, MD 20855-2773

November 30,1998

RE: 40-224 Chlorpromazine Hydrochloride Oral Concentrate USP, 100 mg/mL.

The following is in answer to the minor deficiency amendment of September 22, 1998. ™ -

noar

A. Deficiencies:

1. DMF remains inadequate. The DMF holder has been notified. Please do
not respond until the DMF holder has notified you that they have answered to
their deficiencies.

Response: We have been notified by the DMF holder that the deficiencies have
been addressed. A copy of their letter is included on page _ 1 .

2. Please provide the analytical methods to be used for examing the individual
impurities and total impurities, for example, method, conditions and
its entire procedure including relevant calculation and - chromatograms.

Please also provide the certificate of analysis to support the proposed
specifications for the impurities, i.e., COA of the drug substance from the drug
manufacturer and Pharmaceutical Associates, Inc., and COA of the drug product
and stability data.

Response: The analytical method for examing the individual and total impurities
is included in our test method Section Ill pages 2-4. A copy is included on pages
2-10. Representative chromatograms are on pages __11-12 . The COA for the
drug substance from the drug manufacturer is included on page 14 . They
have a limit for a single impurity of NMT  %. USP has a limit of NMT % for
other alkylated phenothiazines in the drug substance. Our proposed limits for the
drug product for Chlorpromazine Sulfoxide are not more than % initially and not
more than % for stability. These are based on the USP limit for the sulfoxide of
NMT  %. Our limit for other individual impurities for release of NMT % and
total of % are based on the raw material limit of % for individual impurities.
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A COA for the drug product is included on page 16 . The USP method for
sulfoxide was run at that time. When the aiternate method was developed, the
16 oz. glass bottle P-361 was tested. The sulfoxide was at 0,4 and for other
impurities there were none detected. Stability data showing impurities is included
on pages _17-18 .

On page 127 of the original application, under heavy metals and
chromatographic purity, the results reported as "conform" are not acceptable.
The quantitative test data should be given in the certificate of analysis. The
analytical method, for example, or USP 23, should be provided for each
test in the report form.

Response: The certificate of analysis for the drug substance has been revised
and appears on pages 19-20 .

Labeling Deficiencies

1. Container: Revised container labeling (2x12 copies) incorporating all of your -
comments is in pages 29 — 32.

n oar

2. Carton: Revised carton labeling (2x12 copies) incorporating all of your
comments is in pages 39 — 50.

3. Insert: Revised insert (2x12 copies) incorporating all of your comments is in
pages 33 - 38.

We have answered all of your questions to the best of our knowledge. If you
have further questions, please let us know.

Sincerely Yours,
PHARMACEUTICAL ASSOCIATES, INC.

Aeye B. 7 o

Kaye B. McDonald
Director of Scientific Affairs



i Pharmaceutical
Associates, Inc.

FACSIMILE AMENDMENT

December 22, 1998

Office of Generic Drugs, CbER, FDA

Document Control Room ' NDA ORIG AMB‘WB“T

Metro Park North II

7500 Standish Place, Room 150 M/LA/I
Rockville, MD 20855-2773

RE: ANDA 40-224 Chlorpromazine HCl Oral Concentrate USP 100 mg/mL

Attn: Dr. Paul Schwartz ‘ -

In response to our telephone conversation of yesterday afternoon, I have enclosed copies

of our revised testing specifications for Raw Material, Bulk Product, Packaged Product,
and Stability.

T

".We wilt follo;i'ffL foh hard copies of all pages enclosed.

If yvo\u have ap#*fiirther questions, please do not hesitate to call.

L

RN

Sincerely,
PHARMACEUTICAL ASSOCIATES, INC.

Btye S5 1M WUntll

Kaye B. McDonald
Director of Scientific Affairs
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i Pharmaceutical
Associates, Inc.

FACSIMILE AMENDMENT

January 13, 1999 e e e
R %Ul‘. e -.a“l'tl:l‘\‘ i
Office of Generic Drugs, CDER, FDA
Document Control Room y
Metro Park North II /‘ "/
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 40-224 Chlorpromazine HCI Oral Concentrate USP 100 mg/mL

Attn: Dr. Joseph Buccine . T.

n P

In response to our telephone conversation of yesterday afternoon, I have enclosed a copy
of our revised testing specifications for the Raw Material.

We will follow with hard copies of all pages enclosed.

If you have any further questions, please do not hesitate to call.

Sincerely,
PHARMACEUTICAL ASSOCIATES, INC.

Kaye B. McDonald
Director of Scientific Affairs

RECS\WVED
JAN 21 1999
.

ALY e ,44-

q__.p

8each Products, Inc..Contract Sales
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Tampa, FL 33511
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Since 1938
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i Pharmaceutical
Associates, Inc.

FACSIMILE AMENDMENT

January 11, 1999

Office of Generic Drugs, CDER, FDA

Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

il T

M e e o i et

RE: ANDA 40-224 Chlorpromazine HC1 Oral Concentrate USP 100 mg/mL

Attn: Dr. Paul Schwartz

In response to our telephone conversation of this afternoon, I have enclosed revised

n P

copies of our revised testing specifications for Raw Material, Bulk Product, Packaged

Product, and Stability.

We will follow with hard copies of all pages enclosed.

If you have any further questions, please do not hesitate to call.

Sincerely,

PHARMACEUTICAL ASSOCIATES, INC.

Koye B 1D et

Kaye B. McDonald
Director of Scientific Affairs

D L R

REC&J\/ED -
JAN 13 1999°
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APPLICATION NUMBER:
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' RECORD QOF TELEPHONE CONVERSATION

Reference is made to the fax
amendment dated December 16, 1998.

Dr. Schwartz and Dr. Huang called the
sponsor requesting the following
information:

The impuritiy specifications should
be provided in a table format for the
drug substance, drug product release
and stability.

Your complete response should be
submitted as a fax amendment.

Ms. McDonald called agreed.
cc:

ANDA

Division File

T-con Binder

X: \NEW\FIRMSNZ\PHARMACE\TELECONS\40224CON. 001

DATE
December 21, 1998

ANDA NUMBER
40-224

IND NUMBER

TELECON

INITIATED BY FDA

PRODUCT NAME
Chlorpromazine
hydrochloride
Oral concentrate,
100 mg/mL

FIRM NAME
Pharm Associates

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD
Kaye McDonald

TELEPHONE NUMBER
864 277 7282

SIGNATURE
Liang-Lii Huang

Sl
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" RECORD QF TELEPHONE CONVERSATION

Reference is made to the fax
amendment dated December 22, 1998.

Dr. Schwartz and Dr. Huang called the
sponsor requesting the following
information:

1. Microbial limits test was not
included in the product release and
stability on Pages 3, 4, and 5.

2. This is a USP product. The USP ID
tests should be followed. Please
provide USP ID tests in the bulk
product and packaged product release.

3. The references should be provided
for analytical methods.

4. The assay value for the
chlorpromazine hydrochloride should
be reported as ¥. (missing

one decimal point)

Your complete response should be
submitted as a fax amendment.

Ms. McDonald called back and agreed.
CcC:

ANDA

Division File

T-con Binder

X :\NEW\FIRMSNZ\PHARMACE\TELECONS\40224.001

DATE
January 11, 1999

ANDA NUMBER
40-224

IND NUMBER

TELECON

INITIATED BY FDA

PRODUCT NAME
Chlorpromazine
hydrochloride
Oral concentrate,
100 mg/mL

FIRM NAME
Pharm Associates

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

Kaye McDonald

TELEPHONE NUMBER
864 277 7282

SIGNATURE
Liang-Lii Huang
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